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Topiclll: Standardsfor Recovered Plasma

| ssue:

Current standards for Source Plasma and recovered plasma are inconsistent cresting
potentia for ingppropriate use of recovered plasmathat is unsuitable for the further
manufacture of some products.

Background:

Recovered plasmais a by-product derived from Whole Blood collection and is
distinguished from Source Plasma by the mode of collection and the requirements for
storage, pooling, dating and labeling of the product. Recovered plasma may be separated
from individua units of Whole Blood by aseptic techniques up to 5 days after expiration
or obtained from Fresh Frozen Plasma (FFP) that has expired. Recovered plasmahas no
expiration date and may be stored either in afrozen or liquid Sate. The Sorage and
shipping conditions for the product are dictated by the short supply agreement between
the recovered plasma manufacturer and the consignee. The time to freezing for these
products varies by collection facility but common practicesinclude within 8 hours, 24
hours, or 120 hours of collection.

In contrast, Source Plasmaiis a licensed product, collected by plasmapheresis (usudly
using automeated gpheres's equipment at volumes significantly larger than thet of

recovered plasma) and frozen immediately after collection. Irrespective of the lack of
standards for recovered plasma and the requirements that are in place for Source Plasma,
both products are used for further manufacture into the same find products (i.e, IVIG,
Factor VIII, IVD components, €tc.)

Presently there are 4 citations in the CFR that relate to recovered plasma. These arel

?? 606.100(b)(18) — [SOP] Procedures for preparing recovered plasma, if performed,
including details of separation, pooling, labeling, storage, and distribution.
?? 606.121(e)(5) — Recovered plasmalabes shdl include:

o0 (i) Inlieu of an expiration date, the date of collection of the oldest materid
in the container.

0 (ii) The gatement: “Caution: for further Manufacturing Use Only”; or
“Caution: For Use in Manufacturing Nonjectable Products Only”, as
aoplicable

o (iii) For recovered plasma not meeting the requirements for manufacture
into licensable products, the statement “Not for Use in Products Subject to
License Under Section 351 of the Public Hedlth Service Act.”

?? 606.160(b)(2)(iii) — [Records] Separation and pooling of recovered plasma



?? 606.106(d) — [Records] When there is no expiration date, records shal be retained
indefinitely.

To dlow recovered plasmato be shipped in interstate commerce the manufacturer must
comply with the requirements for products deemed to be in short supply as set forth in
Title 21, Code of Federal Regulations, Section 601.22 (21 CFR 601.22). To use the short
supply provisions, the licensed manufacturer of the find biologica product (i.e., licensed
fractionator) must have in place with their supplier “.... such procedures, ingpections,

tests or other arrangements as well as assure full compliance with applicable

regulaions....”

Higtorically there have been compliance issues associated with recovered plasmadue to a
lack of congstency in the development of standard operating procedures among
edtablishments manufacturing recovered plasma, the complexity of donor screening
procedures, infectious disease testing requirements, labeling requirements, sorage and
shipping requirements defined under short supply agreements, the inadvertent release of
inappropriate units of recovered plasmafor further manufacture. Blood establishments
that manufacturer recovered plasma must ensure that the plasmais collected from normal
hedlthy donors who meet dl donor suitability requirements. Keeping track of gppropriate
units for digoogtion can be adaunting task if the facility uses plasma from autologous
collection for this purpose. The facility must ensure that the autologous donors are
screened with the same medica history questionnaire used to screen alogenic donors, not
an abbreviated questionnaire that is usualy used for autologous collections, and that the
autologous donors have met dl other suitability requirements including the hemoglobin
determination. The only exception to the donor suitability requirements that FDA has
permitted has been the use of the plasma collected from autologous donors who donate
more frequently than oncein an 8 week period. FDA aso requiresthat dl appropriate
infectious disease testing be performed, and found negative or non-reective for each unit
of recovered plasmato be use for further manufacture into injectable products with the
exception of Hepatitis B Core antibody (anti-HBc) and HTLV 1/1l. The blood
establishments must have procedures in place to ensure that units of plasma not suitable
for further manufacture into injectable products are not released for that purpose.

Discussion:

In an effort to address concerns of deficiencies encountered over the years with the
preparation, shipment, and use of recovered plasma FDA presented the topic of whether
standards governing the manufacture and shipping of recovered plasma should be
developed to BPAC on June 13, 2002. The Committee voted unanimoudly in favor of
developing standards including conditions regarding storage, labeling, and expiration as
such standards would provide abasis for FDA oversght and would dlow for the
manufacture of amore condstent product. The Committee recommended that an
dternative name that does not have a negative connotation be developed to replace the
current name “recovered plasma’ and that the designated “intended use” distinction for
labeling Source Plasma at the time of collection be removed to dlow Fresh Frozen
Plasma (FFP) collected by apheresis to be reabeled for further manufacturing use prior to
it's 1 year outdate. This rdabeling provison will pertain to FFP collected by apheresis as



asingle component, plasma collected concurrently with other blood components, and to
plasma separated from the collection of Whole Blood.

Over the past year FDA has considered these recommendations and is working on
developing slandards for recovered plasma. To address the recommendation regarding
the name of the product FDA suggests that the term recovered plasma be changed to
“component plasma’ which will be defined as plasmathat is collected manudly or by
apheresis, ether separately or concurrently with other blood components, from donors
who meet al Whole Blood donor suitability requirements. In order to address the
“intended usg” ditinction regarding Source Plasma, FDA is considering moving the
requirement for freezing Source Plasmaimmediatdly after filling the find container into
the definition of Source Plasma, thereby keeping Source Plasma a distinct product while
alowing plasmaregardiess of its collection method, but frozen within a specific time
frame to be relabeled as component plasma for further manufacture. As part of its
ddiberations, FDA is dso consdering whether a"timeto freezing" standard should be
defined for component plasma used to manufacture |abile plasma products (i.e. Factor
VI1I1). Whilethe actua definition of such standard is beyond the scope of the current
discussion, FDA is seeking Committee comment on the need for such a sandard and for
labeling categories that would indicate whether the intended use of the component
indudes |abile products.

Questions for the Committee:

With these congderationsin mind FDA is seeking advice from the committee on the

following issues:

1 Does the Committee agree with defining a new licensed component caled
“component plasma’?
"Component plasma’ would include the products currently caled recovered
plasma, aswell as epheressplasma  collected from dlogenic Whole Blood
donors, converted unexpired and expired FFP collected by automated
apheresis methods, and plasma collected concurrently with other apheresis
components.

1(@ Should adifferent name be gpplied to plasmaintended for manufacturing
only into nontinjectable products (e.g. reagent plasma) ?

2. Does the Committee agree with changing the definition of Source Plasmain the
regulaions to include the requirement for freezing immediatdy after collection?

3. Should the dating period of Component Plasma be uniform at 10 years or
specified on the badis of freezing temperature?

4, Should FDA limit use of Component Plasma to make injectable products based on
the time to freezing?



